Listinu oi Claims : 



(( III Tcntly Amended) A eompoand of formula I: 



wherein A is 




R '. R . R'^ and W arc each, independently, H, halogen. NOo, 

C'mo- alkyf optionally substituted by halogen up to perhaloalkyl, 
C|-]()-alkoxy. optionally substituted by halogen up to perhaloalkoxy, 
C'mo- alkanoyl, optionally substituted by halogen up to perhaloalkanoyl, 
C(,.\i aryl. optionally substituted by Cmo alkyl or Cmo alkoxy, or 
C?5 12 hetaryl. optionally substituted by Cmo alkyl or Cmo alkoxy, 
and either 



optionally sLibstiluled by Ci-io-alkyl, , halo-substituted Ci_io-alkyl up to perhaloalkyl, Cmo- 
alkoxy, halo-substituted CVio-alkoxy up to perhaloalkoxy, C3_io-cycloalkyl, C2-io-alkenyl, Cmq- 
aJkaiioyl, C(,.|2-aryi, Cs-12-lietaryl; C6.i2-aralkyl, C(,-i2-alkaryl, halogen; NR'r'; -NO2; -CF3; - 
COOR'; -NI1C(3R'; -CN; -CONR'r'; -SO2R-; -SOR^ -SR-; 

in which 

R' is LI or C|_i()-alkyl, optionally substituted by halogen up to perhaloalkyl and R~ is 
C|-i()-alkyl, optionally substituted by halogen, up to perhaloalkyl, 

R ' , R , and R ' arc independently H, halogen, 

Ci - C|() alkyl, optionally substituted by halogen up to perhaloalkyl, 
C| C'lo alkoxy optionally substituted by halogen up to perhaloalkoxy or two adjacent of 
R ' , R"* , R'"" and R'' , together with the base phenyl, form a naphthyl group, optionally 
substituted by halogen up to perhalo, C|. 10 alkyl, C|_io alkoxy, 03.10 cycloalkyl, C2-i() 
alkenyl, CVio alkanoyi, C6-12 aiyl C5-12 hetaryl or C6-12 aralkyl; 

M IS (^H.-, -S-, -N(CH3)-, -NHC(O)- -CH2-S-, -S-CH2-, -C(0)-, or-0-; and 

L' is phenyl, substituted by CMQ-alkoxy, Oil, ef -SCfl3, or by 




pyridyl, optionally substituted by C|_i()-alkyl, Ci-io-alkoxy, halogen, OH, -SCH3 , or NO2, 
naphthyl, optionally substituted by Ci-io-alkyl, C|_i(,-alkoxy, halogen, OH, -SCH3 or NO2, 
pyridone, optionally substituted by Ci.io-alkyl, Ci-io-alkoxy, halogen, OH, -SCH3 or NO2, 



pyrazme, optionally substituted by Ci.|o-alkyl, C|_io-alkoxy, halogen, OH, -SCH3 or NO2, 



henzopyndine, optionally substituted by Ci-io-alkyl, one CMo-alkoxy, halogen, -OH, -SCFl^, or 

NO2 , 

or 

benzothiazole, optionally substituted by, Ci-io alkyl Cno alkoxy, halogen, OH, -SCH3 or NO2, 
and wherein the compound of formula I has a pKa greater than 1 0, 

or a pharmaceutically acceptable salt thereof 

2. (Cancelled) 

3. ( Previously Presented) A compound according to claim 1, wherein 

R '' is H, halogen or Ci_io- alkyl, optionally substituted by halogen, up to perhaloalkyl; 

is H, halogen or NO.; 
R' is H, halogen or Cmq- alkyl; 

R'' is H, Cl io- alkoxy, thiophenc, pyrole or methyl substituted pyrole, 
R-'' IS H, lialogen, C4-i()-alkyl, or CF, and 
is H, lialogen, CH^„ CF3 or -OCH3. 



4. (Previously Presented) A compound according to claim 1, wherein 

R'" is C4-i(ralkyl, CI, ForCF;,; 



R" isHorOCH:,, 

5. (I^ieviously Presented) A compound according to claim 4, wherein R"' or R;^ is t- 

butyl. 



6. (Previously Presented) A compound according to claim I, wherein M is -CH2- 
N(CH3)- or -NHC(O)-. 



7. (Previously Presented) A compound according to claim 6, wherein L is phenyl or 

pyridyl. 



(S. (Previously Presented) A compound according to claim 1, wherein M is -0-. 



9. (Previously Presented) A compound according to claim 8, wherein L' is phenyl, 
pyridyl, pyi'idone or benzothiazole. 



(Previously Presented) A compound according to claim 1, wherein M is S-. 



1 1 . (Previously Presented) A compound according to claim 10, wherein L is phenyl 
r pyridyl. 




1 3. ((Original) A pharmaceutical composition comprising a compound of claim 1 , 
and a physiologically acceptable carrier. 

1 4. (Original) A pharmaceutical composition comprising a compound of claim 
12. and a physiologically acceptable carrier. 

1 5. (Previously Presented) A method for the treatment of a cancerous cell growth 
mediatetl by raf kinase, comprising administering a compound of formula fl: 




11 



or a pharmaceutical ly acceptable salt thereof wherein 
A is 




B is a substituted or unsubstituted, up to bicyclic aryl or heteroaryl moiety of up to 12 
carbon atoms vvitii at least one 6-member aromatic structure containing 0-4 members of the 
gi oup consisting of nitrogen, oxygen and sulfur, wherein if B is substituted it is substituted by 
one or more substituents selected from the group consisting of halogen, up to per-halo, and 
W„, wherein n is 0-3 and each W is independently selected from the group consisting of -CN, 
-CCUl\ -C(0)NR'R', -C(0)-R\ -NO,, -OR', - SR', - NR'R\ -NR'C(0)OR', -NR'C(0)R\ 
C,~C|„ allvyl, C,-C|„ alkeiiyl, C,-C,„ alkenoyl,C|-Cio alkoxy, C,-C,o cycloalkyl, Q,-C,4 aryl, 
optionally substituted with halogen, CpCio alkyl, or Ci-C,,, alkoxy; Cj-C^^ alkaryl, optionally 
substituted with halogen, C,-C|„ alkyl, or C]-C,„ alkoxy; Cj-C,, heteroaryl, optionally 
substituted with halogen, Ci-C,,, alkyl, or C,-C|„ alkoxy; C4-C23 alkheteroaryl , optionally 
substituted with halogen, C|-C|„ alkyl, or C,-C,o alkoxy; substituted C,-C„) alkyl, substituted 
C,-C|o alkenyl, substituted C^-C,,, alkenoyl, substituted C|-C|o alkoxy, substituted C,-C,„ 
cycloalkyl, substituted C4-C2, alkheteroaryl and -M-L'; 

wherein if W is a substituted group which does not contain aryl or hetaryl moieties, it 
is substituted by one or more substituents independently selected from the group consisting of 

( N, -CO.R'. C (0)R\ -C(0)NR'R', -OR', -SR', -NR'R' , NO., -NR'C(0)R' , - 
NR'(:(())()R' and halogen up to per-halo; 

wherein each R' is independently selected from H, C|-C|„ alkyl, Cj-C,,, alkenyl, C,-C,„ 
cycloalkyl, C;,-C|4 aryl, C,-C|3 hetaryl, C7-C24 alkaryl, C4-C23 alkheteroaryl, up to per- 
halosubstituted CVC,,, aikyl, up to per-halo substituted C.-C,,) alkenyl, up to per- 
halosubstituted C,-C„) cycloalkyl, up to per-halosubstituted C(,-C,4 aryl and up to per- 
halosubstituted CrC,, hetaryl, 

wherein M is - 0-, -S-, -N(R')-, -(CH,)-,,, -C(0)-, -CH(OH)-, -(CH,),,^-, 
-NR'C(O) NR'R'-. -NR'C(O)-, -C(0)NR'-, -(CH,)„S-, -(CH,),„N(R')-, -0(CH,)„,-, 



iJ is a 5-10 member aromatic structure containing 0-2 members of the group consisting 
of lutrogcii, oxygen and sulfur, whicii is unsubstituted or substituted by halogen up to per-halo 
and optionally substituted by Z,,,, wherein „, is 0 to 3 and each Z is independently selected 
IVoni the group consisting of -CN, -CO,R\ -C(0)NR^R\ -C(0)- NR\ -NO., -OR\ - SR\ - 
NR'R\ -NR'C(0)OR^ -C(0)R\ -NR'C(0)R', C,-C„, alkyl, Q-C,,, cycloalkyl, Q-C,^ aryl, C,- 
C| 1 hetaryl, Cj-Cj^ alkaryl, C^-Cr^ alkheteroaryl, substituted C,-C„) alkyl, substituted C,-C|o 
cycloalkyl, substituted C7-C,4 alkaryl and substituted C4-C23 alkheteroaryl; wherein the one or 
more substituents of Z is selected from the group consisting of -CN, -COjR^, -C(0)NR^R^, - 
0R\ SR^ -NO,, -NR'R' , -NR'C(0)R' and -NR'C(0)OR', 

wherein R ' , R ' ,R^ and R*^' are each independently hi, halogen, C|.io-alkyl, optionally 
siibslilutcd by halogen up to perhaloalkyl, d -Cio alkoxy, optionally substituted by halogen up to 
perhaloalkoxy or two adjacent of ,R'* , R'"" and R*' together with the base phenyl, fonn a 
naphthyl group, optionally substituted by halogen up to perhalo, Cmo alkyl, Ci-10 alkoxy, Ci^io 
cycioalkyl, CN loalkenyl, Ci lo alkanoyl, C6.12 aryl, C5.12 hetaryl or C6-I2 aralkyl. 

1 6. ( Previously Presented) A method for the treatment of a cancerous cell growth 
mediated by raf kinase, comprising administering a compound of formula 11a: 




,6 



IH 



-A 



Ila 



R' 



wherein A is 



R'\ R^, and R'' are each independently H, halogen, NO2, 
C|-i()- alkyl, optionally substituted by iialogen up to perhaloalkyl, 
Cuio-alkoxy, optionally substituted by halogen up to perhaloalkoxy, 
C Vio- alkanoyl, optionally substituted by halogen up to perhaloalkanoyi, 
C(,_i2 aryl, optionally substituted by Ci-io alkyl or Cmo alkoxy, or 
Cs-12 hetaryl, optionally substituted by Cmo alkyl or Ci^io alkoxy, 
and cither 

one of R\ , R' and R^' is -M-L'; or 

two adjacent ol R\ R"^ , R^ and R*^' together are an aryl or hetaryl ring with 5-12 atoms, 
optionally substituted by Ci.|o-alkyl, halo-substituted Ci-io-alkyl up to perhaloalkyl , Ci-io-alkoxy, 
halo-substituted C]_i()-alkoxy up to perhaloalkoxy, Cj.io-cycloalkyl, C2-io-alkenyl, Ci-10-alkanoyl; 
Cr,_i2-aryl, Cvij-hetaryl, C„_,2-alkaryl, halogen; -NR'r'; -NO2; -CFi-COOR'; -NHCOR'; -CN; - 
CONR'r'; -SO2R'; -SOR-; -SR"; 

in which 

R' is H or Cj.|()-alkyl, optionally substituted by halogen, up to perhalo and 
R is Ci._]()-alkyl, optionally substituted by halogen, 

R \ R , R'^ and R*' are independently H, halogen, C| - Cio alkyl, optionally substituted 
by halogen up to perhaloalkyl, Ci -Cio alkoxy optionally substituted by halogen up to 
perhaloalkoxy or two adjacent of R"\ R , R"^ and R'\ together with the base phenyl. 



Iietaryl or Cf.-i? aralkyi, halogen up to perhaio; 
N'l IS -CH.-, -S-, -N(Cll3)-, -Nl IC(0)- -CH2-S-, -S-CH,-, -C(0)-, or ~0-; and 

is plicnyL pyridyl, naphthyl, pyridone, pyrazine, pyriinidine, benzodiaxane, bcnzopyridine 
or ben/othiazole, each optionally substituted by C|_i()-a[kyl, Ci-io-alkoxy, halogen, 
OH, -SC^H;, , NO2 or, where Y is phenyl, by 



O 

or a pharmaceutically acceptable salt thereof. 

1 7, (Previously Presented) A method according to claim 16, wherein 
R ' IS halogen or C^-io- alkyl, optionally substituted by halogen, up to perhaloalkyl; 
R ' is H, halogen or NOj; 
R' Ks H, halogen or C^o- alkyl; 

R*' is 11 , Cmo- alkoxy, thiophenc, pyrolc or mcthylsiibstitutcd pyrole 
R " is 11, halogen, C4-i(ralkyl, or CF, and 

R"' IS H, halogen, CH3 , CF3 or OCH3. 

1 8. (Previously Presented) A method according to claim 16, wherein M is -CH2- 
S-, -N(Cll3)- or -NliC(O)- and L' is phenyl or pyridyl. 



O 




20. (Currently Amended) A compound of formula 1: 



wherein A is 




R \ W , and R'' are each, independently, H. halogen, NOo, C-i-io- alkyl, optionally substituted 
by halogen up to perhaloalkyl. C|_io-alkoxy, optionally substituted by halogen up to 
perlialoalkoxy. pyridinyl. optionally substituted by C'l.io alkyl or C|_io alkoxy, and one of R\ R"* 

, 11' and R" is --N4-L'; 

R ' . R' . R' and R'' are independently H, halogen, C| - Cio alkyl. optionally substituted by 

halogen up to perhaloalkyl, Ci -Cio alkoxy optionally substituted by halogen up to 
perhaloalkoxy or two adjacent of , R"* , and R*' , together with the base phenyl. 
Ibrm a naphthyl group, optionally substituted by Cmo alkyl, C|.io alkoxy. €3.10 
eycloalkyl. Co-io alkenyl, C'mo alkanoyl, C6-12 aryl. C,vi2 hetaryl or C6.12 aralkyl; 



M IS -CH,-, -S-, -N(CH3)-, -NHC(O)- -CH2-S-, -S-CH,-, -C(0)-, or-O-; and 
L' is phenyl, substituted by Ci_io-alkoxy, OH, w -SCH3, or by 



pyridyl, optionally substituted by Ci^io-alkyl, d-io-alkoxy, halogen, OH, -SCH3 , orN02, 
naphthyl, optionally substituted by Ci-io-alkyl, Ci.io-alkoxy, halogen, OH, -SCH3 or NO2, 
pyridonc, optionally substituted by Ci.io-alkyl, Ci-io-alkoxy, halogen, OH, -SCH3 or NO?, 
l^yrazine, optionally substituted by C|-io-alkyl, C|.|o-alkoxy, halogen, OH, -SCH3 or NO2, 
pyrimidinc, optionally substituted by Ci.io-alkyl, Ci.io-alkoxy, halogen, OH, -SCH3 or NO2, 
ben/odioxane, optionally substituted by Ci-io-alkyl, Ci-io-alkoxy, halogen, OH, -SCH3 or NO 

benzopyridine, optionally substituted by C|.io-alkyl, OH, one Cuio-alkoxy, halogen, -SCH3 or 

NO2 , 

ben/,othia/,ole, optionally substituted by, Crio alkyi Cnoalkoxy, halogen, OH, -SCH3 or NO 
and wherein the compound of formula 1 has a pKa greater than 10, 

or a pharmaceutical ly acceptable salt thereof. 



O 




O 



wherein A is 




wherein 

R ' is H, halogen or C'i.iq- alkyl. oplionally substituted by iialogen, up to perhaioalkyl; 

R ' is H. halogen or NO2; 

R'^ is H, halogen or Ci.io- alkyl; 

R'' is I-L alkoxy, thiophene, pyrole or methyl substituted pyrole, 

R'' is H. CI. 1- . C4-i()-alkyl. or CF3 and 

R'' is l-I. CI or F ; 

R- ' IS H. CI. ForC4-i(ralkyl; and 

R" is H . halogen. CHj. CF;, or -OCH3.. 

and one ol' R\ R^ . R' and R^' is M-j;.'; wherein 



is phenyl, sLibslitutcd by Ci.io-alkoxy, OH, Of -SCII.^, or by 




O 



pyridyl, optionally substituted by Cuio-alkyl, Ci-io-alkoxy, halogen, OH, -SCH? , or NOi, 
naplithyl, optionally substituted by Ci.io-alkyl, Ci.io-alkoxy, halogen, OH, -SCH3 or NO2, 
pyridone, optionally substituted by Ci-io-alkyl, Ci.io-alkoxy, halogen, OH, -SCH3 or NO2, 
pyrazine, optionally substituted by CMo-alkyl, Ci.io-alkoxy, halogen, OH, -SCH3 orN02, 
pyrimidinc, optionally substituted by Ci-io-alkyl, Ci-io-aikoxy, halogen, OH, -SCH3 or NO2, 
ben/odioxane, optionally substituted by Ci-io-alkyl, Ci-io-alkoxy, halogen, OH, -SCH3 or NO2, 
benzopyridine, optionally substituted by Ci_io-alkyl, one Ci_i()-alkoxy, halogen, -SCH3 or NO2 , 
or 

benzothiazole, optionally substituted by, Ci-io alkyl Cno alkoxy, halogen, -SCH3 or NO2, and 
wherein the compound of formula I has a pKa greater than 10, 

or a pharmaceulically acceptable salt thereof 

22. (Picviously Presented) A compound according to claim 21, wherein or 

R' is t-butyl. 



Cl l2- - -N(CH3)- or NHC(O)-. 



24. (Previously Presented) A coinpound according to claim 21, wherein 1.' is 
phenyl or pyridyl. 

25. (Previously Presented) A compound according to claim 21, wherein M is - 

S-. 

26. (Previously Presented) A compound according to claim 26, wherein L' is 
piienyl or pyridyl. 

27. (Currently Amended) A compound of formula 1: 




wherein A is 



R \, , R"* and R*' are each, independently, H, halogen, NO2, 

Cmo- alkyl, optionally substituted by halogen up to pcrhaloalkyl, 
C|.|o-alkoxy, optionally substituted by halogen up to perhaloalkoxy, 
CVio- alkanoyl, optionally substituted by halogen up to perhaloalkanoyi, 
C(,_i2 aryl, optionally substituted by C|.|o alkyl or Cmq alkoxy, or 
Cs-12 hetaryl, optionally substituted by Cmq alkyl or C|.io alkoxy, 
and either 

one of R ', R"* , and R- is -M-L'; or 

fwo adjacent of R\ R"* , R'^ and R*" together arc an aryl or hetaryl ring with 5-12 atoms, 
optionally substituted by Ci.io-alkyl, , halo-substitutcd C|_io-alkyl up to perhaloalkyi, Ci-io- 
alkoxy, baio-subslituted C'|.io-alkoxy up to perhaloalkoxy, C3-i()-cycloalkyl, C2-i()-alkenyl, Ci^io- 
alkanoyl, CV,-i2-aryl, C5-i2-hetaryl; Co-12-aralkyl, C6-i2-alkaryl, halogen; NR'r'; -NO2; -CF3; - 
COOR'; -NHCOR'; -CN; -CONR'r' ; -SO2R-; -SOR"; -SR"; 

in whicb 

]V is H or C]_i()-alkyl, optionally substituted by halogen up to perhaloalkyi and R" is 
C| lo-alkyl, optionally substituted by halogen, up to perhaloalkyi, 

R ' , R^ , and R'' are independently H, halogen, 

C| - C]() alkyl, optionally substituted by halogen up to perhaloalkyi, 
C'l C|() alkoxy optionally substituted by halogen up to perhaloalkoxy or two adjacent of 
R'\ R^ , R^ and R'' , together with the base phenyl, form a naphthyl group, optionally 



M 1S-CH2-, -S-, -N(CHj)-, -NHC(O)- -CH2-S-, -S-CH2-, -C(0)-, or and 
is phenyl, substituted by CVio-alkoxy, OH^ er -SCH3, or by 




pyridyl, optionally substituted by Ci-io-alkyl, C|_io-alkoxy, halogen, OH, -SCH3 , or NOi, 
naphthyl, optionally substituted by Ci-io-alkyl, C|_i()-aikoxy, halogen, OH, -SCH3 or NO2, 
pyridonc, optionally substituted by Ci-io-alkyl, CMo-alkoxy, halogen, OH, -SCH3 or NO2, 
pyrazinc, optionally substituted by C|_io-alkyl, Ci.io-alkoxy, halogen, OH, -SCH3 or NO2, 
pyrnnidine, optionally substituted by Ci_i()-a]kyl, Ci-io-alkoxy, halogen, OH, -SCH3 or NO2, 
ben/odioxanc, optionally substituted by (^Mo-alkyl, C|_i()-alkoxy, halogen, OH, -SCH3 or NO2, 

ben/opyridine, optionally substituted by Ci_i()-alkyl, one C|.|()-alkoxy, halogen, OH, -SCH3 or 

-NO2 , 

or 

benzothiazole, optionally substituted by, Cno alkyl C|-io alkoxy, halogen, OH, -SCH3 or NO2, 
or a pharmaceutical ly acceptable salt thereof. 



